Interferon-gamma induced increases in intracellular cathepsin B activity in THP-1 cells are dependent on RNA transcription.
Interferon-gamma (IFN-gamma) treatment of human macrophages induces increased intracellular levels of cathepsin B (CB), a lysosomal cysteine proteinase which is implicated in inflammatory tissue injury. To determine the mechanism of the increase, we studied the macrophage-like cell line, THP-1. Dose and time dependent increases in intracellular CB were seen when cells primed with phorbol ester (PMA) were cultured with IFN-gamma. To determine whether protein synthesis was required for the increase, PMA primed cells were cultured in the presence of IFN-gamma and cycloheximide: The expected increase was inhibited. To determine whether RNA synthesis was required for the IFN-gamma induced increases, PMA primed cells were cultured in the presence of IFN-gamma and actinomycin D. Again the expected increases were not seen. Direct measurement of CB mRNA levels showed increases in cells not treated with inhibitors. These results suggest that the IFN-gamma induced increases in THP-1 cell CB are dependent on RNA and protein synthesis.